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SOLID COM POSITIONS COMPRISING 

GABAPENTIN HAVING IMPROVED STABILITY 

Background of the Invention 

5 

Gabapentln is a compound that is disclosed in U.S. patents 4,024,175 and 
4,087,544, and is. useful in therapy of certain cerebral disorders such as 
epilepsy. 

1 0 Gabapentin is known to be susceptible to degradation into ah impurity known 
as gabapentin lactam. 

U.S. patent 6,054,482 discloses that in order to produce a stable composition 
comprising gabapentin it is necessary to do as follows: 

15 

1 . Produce the gabapentin such that it contains less than 20 ppm of an 
ion of a mineral acid; and 

2. Carefully select the excipients (inactive ingredients) used in the 

20 composition to exclude any excipient that catalyzes the degradation. 

In the manufacture of hard gelatin capsules containing gabapentin, it is 
relatively simple to avoid use of excipients that catalyze degradation, because 
it is possible to fill capsules with gabapentin with no excipients at all, or with a 
25 minimal amount of excipients. 

However, in the case of tablets comprising gabapentin, it is necessary to add 
a b'inder to give tablets of suitable hardness, as well as a lubricant to avoid . 
sticking and binding in the tabletting process; and it is difficult if not impossible 
30 to find suitable excipients which enable satisfactory stability, especially if the 
gabapentin being used contains over 20 ppm of an ion of a mineral acid. 
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It is thus desirable to find a means of improving the stability of solid 
compositions that comprise gabapentin along with at least one excipient 

Description of the Invention 

It has been found that the stability of a solid composition comprising 
gabapentin can be significantly improved by inclusion of a relatively small 
amount of basic compound that is a hydroxide or a salt of a weak acid. 

Compositions of the present invention thus are solid compositions comprising 
gabapentin, at least one excipient other than a basic compound that is a 
hydroxide or a salt of weak acid, and at least one excipient that is a basic 
compound that is a hydroxide or a salt of a weak acid, such as, for example, a 
carbonate, bicarbonate, or phosphate. 

The basic compound will preferably be sodium hydroxide or a sodium salt of a 
weak acid, such as, for example, sodium carbonate, sodium bicarbonate, and 
tribasic sodium phosphate. 

The amount of the basic compound relative to the amount of gabapentin by 
weight will preferably be under 5%, will more preferably be from about 0.01 %> 
to about 4%, and will even more preferably be from about 0.02% to about 1%. 

The composition may be made by either a dry mix process (in which the 
ingredients are mixed without the use of a solvent) or by a wet granulation 
process in which a solvent is used and then evaporated. 

The wet granulation process is preferable as it enables tablets of greater 
hardness. 



WO 2004/014356 



PCT/CA2003/001174 



3 

The process will preferably include the steps of dissolving a binder (such as 
copolyvidone, povidone, or hydroxypropyl cellulose) in solvent, granulating the 
gabapentin with the solution, and drying tq evaporate the solvent. The solvent 
5 may be wster, but will preferably be or comprise an organic solvent, such as 
methanol, ethanol or methylene chloride. 

The basic compound may be mixed with the gabapentin in dry form before the 
wet granulation is done. However, the basic compound will preferably be 
10 added to and mixed into the solution of the polymer in solvent before the 
solution is used to wet granulate the gabapentin. 

After the granulation is complete and the solvent has been evaporated, the 
dried material will preferably be mixed with a lubricant, such as magnesium 
15 stearate, and optionally other excipients such as, for example, croscarmellose 
sodium as disintegrant. 

The final mixture will then be compressed into tablets, which will optionally 
then be filrn-coated. 

20 

The invention will be better understood from the following examples, which 
are meant to be illustrative, and not limiting of the scope of the invention. 

Example 1 

25 

Solutions A and B were prepared with ingredients in the following proportions: 



Solution A: Copolyvidone 

Methylene Chloride 

30 



24.9 parts 
50.0 parts 
74.9 parts 
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Solution B: Sodium Carbonate anhydrous 0.1 part 
Water 1.0 part 

1.1 part 

5 

Solution B was then added to and blended into Solution A and the resultant 
mixture was used to granulate 100 parts of gabapentin. After drying to 
evaporate the methylene chloride and water, the content of the dried mass 
was as follows: 

10 

Gabapentin 100.0 parts 

Cdpolyvidone 24.9 parts 

Sodium carbonate 0.1 part 

125.0 parts 

15 

The stability of the resulting material was compared to that of material 
similarly prepared but without any sodium carbonate. This was done by 
measuring the increase in content of gabapentin lactam. after storage at 60°C 
for 48 hours. 

20 

The results as a percentage of the gabapentin were as follows: 

Sample Increase in Lactam 

Material of example 1 0.07% 
Similar material without sodium carbonate 0.1 6% 

25 

It can thus be seen that the inclusion of the sodium carbonate significantly 
reduced the rate of increase of the lactam. 
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Example 2 

Ingredients were mixed in the following proportions: 

Granules of example 1 10OO 
Magnesium stearate 3 

Croscarmellose sodium 1 

1004 

This mixture was compressed into tablets of weight 1004 mg each. Each 
tablet thus comprised 10OO mg of the granules of example 1 , which in turn 
comprised 8O0 mg of gabapentin. 



